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CLAIMS: 

1. An amide derivative which is represented by the following general 
formula [1] 




[1] 

5 wherein said compound meets the following condition either (A) or (B): 
Condition (A) 

Ri represents a saturated cyclic amino group (said saturated cyclic 
amino group being optionally substituted by one to three identical or 
different alkyl, alkoxycarbonyl, halogen, haloalkyl, hydroxyalkyl, amino, 
10 monoalkylamino, dialkylamino, carbamoyl, monoalkylcarbamoyl or 
dialkylcarbamoyl), monoalkylamino or dialkylamino; 

R2 represents alkyl, halogen, haloalkyl, hydroxyalkyl, alkoxy, 
alkoxyalkyl, alkoxycarbonyl, acyl, amino, monoalkylamino, dialkylamino, 
nitro, carbamoyl, monoalkylcarbamoyl, dialkylcarbamoyl or cyano; 
15 R3 represents hydrogen, halogen or alkoxy; 

Hetl represents any one of the following groups of formulae [2] to [8]: 




(Het2) 



[3] [4] 
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[7] ' [8] ^ 

Het2 represents pyridyl, pyrimidinyl, p3nrazinyl, pyridazinyl or 1,2- 
dihydropyridazinyl (said Het2 being optionally substituted by one to three 
identical or different alkyl, halogen or amino); 
5 provided that compounds wherein Ri is (i) pyrrolidinyl, piperidinyl, 

piperazinyl or morpholinyl which is optionally substituted by one to three 
identical or different alkyl, alkoxycarbonyl, halogen, haloalkyl, hydroxyalkyl, 
amino, monoalkylamino, dialkylamino, carbamoyl, monoalkylcarbamoyl or 
dialkylcarbamoyl, or (ii) monoalkyleimino, or (iii) dialkylamino, Hetl is a 
10 group of formula [6], Het2 is pyridyl which is optionally substituted by 
pyrazinyl or allcyrl are excluded; 
Condition (B) 

Ri represents 4-methylpipera2in-l-yl, 1 -pyrrolidinyl, piperidino, 4- 
ethylpiperazin- 1-yl, 4-n-propylpiperazin-l-yl, cis-3,5-dimethylpiperazin-l-yl, 
15 morpholino, dimethylamino or diethylamino; 

R2 represents methyl, halogen, trifluoromethyl, methojqr, 
methoxycarbonyl, nitro, dialkylcarbamoyl or cyano; 
Hetl represents a group of formula [6]; 
Het2 represents 3-pyridyl 
20 or a salt thereof, 

2. An amide derivative according to claim 1 wherein 
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Ri is a saturated cyclic amino group (said saturated cyclic amino 
group being optionally substituted by one to three identical or different alkyl 
or alkoxycarbonyl), monoalkylamino or diallqrlamino; 

R2 is alkyl, halogen, haloalkyl, alkoxy, alkoxycarbonyl, nitro, 
dialkylcarbamoyl or cyano; 

R3 is hydrogen, halogen or alkoxy; 

Hetl is any one of the following groups of formulae [2] to [8]; 

Het2 is pyxidyl, pyrimidinyl, pyrazinyl, pyridazinyl or 1,2- 
dihydropyridazinyl (said Het2 being optionally substituted by one to three 
identical or different halogen), 
or a salt thereof. 

3. An amide derivative selected from the group consisting of the 
following compounds (1) to (40): 

(1) 3-Bromo-4-(4-methylpiperazin- l-ylmethyl)-N-{4-methyl-3-[4-(3- 
pyridyl)-pyrimidin-2-ylamino]-phenyl}-benzamide; 

(2) 3-Iodo-4-(4-methylpiperazin-l-ylmethyl)-N-{4-methyl-3-[4-(3-pyridyl)- 
p3a-imidin-2-ylamino]-phenyl}-benzamide; 

(3) 3-Chloro-4-(4-methylpiperazin- 1 -ylmethyl)-N-{4-methyl-3-[4-(3- 
pyridyl)-pyrimidin-2-ylamino]-phenyl}-benzamide; 

(4) 3-Fluoro-4-(4-methylpiperazin- 1 -ylmethyl)-N-{4-methyl-3«[4-(3- 
pyridyl) -p3n-imidin-2 -ylamino] -phenyl}-benzamide ; 

(5) 4-(4-Methylpiperazin-l-ylmethyl)-3-trifluoromethyl-N-{4-methyl-3-[4- 
(3-pyridyl)-pyTimidin-2-ylamino]-phenyl}-benzamide; 

(6) 4-(4-Methylpiperazin-l-ylmethyl)-3-trifluoromethyl-N-{4-methyl-3-[4- 
(5-pyrimidinyl) -pyrimidin-2-ylaminol-phenyl}-benzamide ; 

(7) 3-Bromo-4-(4-methylpiper£izin-l-ylmethyi)-N-{4-methyl-3-[4-(2- 
pyrazinyl) -pyrimidin-2-ylamino] -phenyl}-benzamide ; 

(8) 3-Bromo-4-(4-methylpipera2in- 1 -ylmethyl)-N-{3-[4-(6-chloropyridin-3- 
yl)-pyrimidin-2-ylamino]-4-methylphenyl}-benzamide; 
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(9) 3-Bromo-4-(4-methylpiperazin-l-ylmethyl)-N-{3-[4-(5-broniopyridin-3- 
yl)-pyiimidin-2-ylaniino]-4-niethylphenyl}-benzainide; 

(10) 4-(4-Methylpiperazin- l-ylmethyl)-3-trifluoromethyl-N-{3-[4-(5- 
broniopyridin-3-yl)-pyriniidin-2-ylaniino]-4-niethylphenyl}-benzaniide; 

5 (11) 3-Bromo-4-(4-methylpiperazin-l-ylniethyl)-N-{3-[4-(l,2- 

dihydropyridazin-4-yl)-pyrimidin-2-ylamino]-4-methylphenyl}-benzainide; 

(12) 3-Bromo-4-(4-methylpiperazin-l-ylmethyl)-N-{4-niethyl-3-[4-(3- 
pyridazinyl)-pyriniidin-2-ylamino]-phenyl}-benzaniide; 

( 1 3) 3-Bromo-4-(4-methylpiperazin- l-ylmethyl)-N-{4-methyl-3-[4-(5- 
1 0 pyTimidinyl)-pyriniidin-2-ylaminoj-phenyl}-ben2amide; 

(14) 3-Bronio-4-(4-methylpiperazin«l-ylniethyl)-N-{4-niethyl-3-[4-(3- 
pyridyl) -pyridin- 2 -ylamino] -phenyl}-benzamide ; 

( 1 5) 3-Bromo-4-(4-methylpiperazin- l-ylmethyl)-N-{4-methyl-3-[4-(5- 
pyrimidinyl) -pyridin- 2-yl amino] -phenyl}-benzamide ; 

15 (16) 3-Bromo-4-(4-methylpiperazin-l-ylnnethyl)-N-{4-niethyl-3-[2-(3- 
pyridyl)-pyridin-6-ylamino]-phenyl}-benzamide; 

(17) 3-Bromo-4-(4-methylpiperazin- l-ylmethyl)-N-{4-naethyl-3-[3-(3- 
pyridyl)-pyTidin-5-ylaniinol-phenyl}-ben2ainide; 

(18) 3-Bromo-4-(4-methylpiperazin- l-ylmethyl)-N-{4-methyl-3-[3-(3- 

2 0 p3aidyl)-phenylaiiiino]-phenyl}-benzainide; 

(19) 3-Bromo-4-(4-methylpiperazin- l-ylmethyl)-N-{4-methyl-3-[2-(3- 
pyTidyl)-p3rrazin-6-ylaniino]-phenyl}--berizaniide; 

(20) 3-Bromo-4-(4-methylpiperazin-l-ylmethyl)-N-{4-methyl-3-[5-(3- 
pyridyl)- 1 ,2,4-tiiazin-3-ylaniino]-phenyl}-benzainide; 

25 (21) 3-Methyl-4-(4-niethylpiperazin- l-ylniethyl)-N-{4-niethyl-3-[4-(3- 
pyridyl) -pyrimidin-2-ylaminoJ-phenyl}-benzamide ; 

(22) 4-(4-Methylpipera2in-l-ylniethyl)-3-nitro-N-{4-niethyl-3-[4-(3-pyridyl)- 
pyrimidin-2-ylamino]-phenyl}-benzamide; 

(23) 3-Methoxy-4-(4-methylpiperazin-l-ylmethyl)-N-{4-methyl-3-[4-(3- 

3 0 pyTidyl)-pyriniidin-2-ylaniino]-phenyl}-benzainide; 
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(24) 3,5-Dibromo-4-(4-methylpiperazin-l-ylmethyl)-N-{4-methyl-3-[4-(3- 
P3n:idyl)-p3n4midin-2-ylamino]-phenyl}-benzaniide; 

(25) 3,5-Dimethoxy-4-(4-niethylpiperazin-l-ylmethyl)-N-{4-niethyl-3-[4-(3- 
pyridyl)-p3aimidin-2-ylaniino]-phenyl}-benzamide; 

5 (26) 3-(N,N-Diniethylcarbamoyl)-4-(4-methylpiperazm-- l-ylmethyl)-N-{4- 
methyl-3-[4-(3-pyridyl)-pyrimidin-2-ylamino]-phenyl}-benzaniide; 

(27) 3-Bronio-4-(4-ethylpiperazin-l-ylniethyl)-N-{4-niethyl-3-[4-(3-pyridyl)- 
pyximidin- 2 -y lamino] -phenyl}-benzamide ; 

(28) 3-Bromo-4-[4-(n-propyl)-piperazin-l-ylmethyl)-N-{4-methyl-3-[4-(3- 
1 0 pyridyl)-pyrinaidin-2-ylamino]-phenyl}-benzainide; 

(29) 3-Bronio-4-(N,N-dimethylanainomethyl)-N-{4-methyl-3-[4-(3-p3nidyl)- 
p5aimidin-2 -ylamino] -phenyl}-benzamide ; 

(30) 3-Bromo-4-(N,N-diethylaniinomethyl)-N-{4-methyl-3-[4-(3-pyridyl)- 
pyrimidin- 2 -ylamino] -phenyl}-benzainide ; 

15 (31) 3-Bromo-4-(l-pyrrolidinylniethyl)-N-{4-niethyl-3-[4-(3-pyridyl)- 
pyrimidin-2 -ylamino] -phenyl}-benzaniide; 

(32) 3-Bronio-4-(piperidinoniethyl)-N-{4-niethyl-3-[4-(3-pyridyl)-pyrinciidin- 
2-ylamino]-phenyl}-benzamide; 

(33) 3-Bromo-4-(morpholinoinethyl)-N-{4-methyl-3-[4-(3-pyridyl)- 
2 0 pyrimidin-2-ylamino]-phenyl}-benzamide; 

(34) 3-Bromo-4-(cis-3,5-diniethylpipera2in-l-ylmethyl)-N-{4-methyl-3-[4- 
(3-pyridyl)-pyrimidin-2-ylamino]-phenyl}-benzamide; 

(35) 3-Bromo-4-(4-methyl-hexahydro- IH- 1 ,4-diazepin- l-ylmethyl)-N-{4- 
Ine thyl- 3 - [4 - (3 - pyridy 1) -pjniniidin- 2 -yl amino] -phenylj-benzaniide ; 

2 5 (36) 3-Bromo-4-( l-piperazinylmethyl)-N-{4-methyl-3-[4-(5-pyriniidinyl)- 

pyrimidin-2-ylamino]-phenyl}-benzamide; 

(37) 4-[4-(t-But03cjrcarbonyl)-piperazin-l-ylmethyl)-3-trifluoromethyl-N-{4- 
methyl-3- [4- (5-pyrimidinyl) -p3ndmidin-2-ylamino] -phenyl}-benzamide ; 

(38) 4-[l-Kperazinylmethyl)-3-trifluoromethyl-N-{4-methyl-3-{4-(5- 

3 0 pyrimidinyl)-p3niniidin-2-ylaniinol-phenyl}-berizaxnide; 
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(39) 3-Methoxycarbonyl-4-{4-niethylpiperazin-l-ylniethyl-N-{4-inethy 
[4-(3-pyridyl)-pyrimidin-2-ylaniino]-phenyl}-benzainide; 

(40) 3-Cyano-4-(4-niethylpiperazin-l-ylmethyl)-N-{4-methyl-3-[4-(3- 
pyridyl)-pyriniidin-2-ylaniino]-phenyl}-benzainide 

5 and salts thereof. 

4. A pharmaceutical composition which contains an amide derivative 
according to any one of claims 1 to 3 or a salt thereof as active ingredient. 

10 5. A BCR-ABL tyrosine kinase inhibitory agent which contains an amide 
derivative according to any one of claims 1 to 3 or a salt thereof as active 
ingredient. 

6. A therapeutic agent for chronic myelogenous leukemia which contains 
15 an amide derivative according to any one of claims 1 to 3 or a salt thereof as 

active ingredient. 

7. A therapeutic agent for acute lymphatic leukemia which contains an 
amide derivative according to any one of claims 1 to 3 or a salt thereof as 

20 active ingredient. 

8. A therapeutic agent for acute myelogenous leukemia which contains 
an amide derivative according to any one of claims 1 to 3 or a salt thereof as 
active ingredient. 
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or a salt thereof; and a medicinal 
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as an active ingredient. The derivative 
and salt are osefal as a BCR-ABL 
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1. Ci] -c^^ns^k-g-^Jt^fcot. Ik© (A) Xtt (B) 




(A) 

T 5 / , /i- ^ /V . ^ / T /V =af. /V ^ /VX f* T /V ^ /V 

10 /wr 5 / Sr^i". 

R * f* . T A' /V > n ^ , a T /V /I' . t K d ^ T /V /l' . T 

He t Hi, [2] ~ [8] ©v>-f nd>«>S«r^-t-. 
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.(Het2) 



15) PI 

(-NH)^J<J^(Het2) (-NH)>,^^(1 

m 18) 

He t ey v'/v. f y %i^=-y^^ if^e^^/v. f y ^^^^^^^x 

(il, 2--:^tKcil^y^''i^-/vSr^i"(***^SHet2r±. l~3f@ 
mu. R'jii. (i) 1 ~ 3 fi<7>|^-Xtt^^i:^) . T^^^A-. TfU^^ 

nyi^^/w. f-<yi^ = /w> f ^7 i^^v'V^ I- < f*^''^*^ !^ 

^y T/V=^/»-T 5 y , Xtt. (iii) 'JT /\^^f^T 5y-CfeO, Hetl 

;SS.^[6]<^S-efc9vHet2;55, if^ 5? = X « T /V /VC g »l 

(B) 

4 -cn^/V f ^7 ^^>'- 4- n ~ :^ o tT/WbT ^ 7 5^ - 

H e t 1 . ^ C 6 ] <0 S * ^-r • 
Het2tt. 3 - If y S^/W=Sr^-*'. 
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R'^dJ. T/W^/W, y^ay^, /N a r /V=^r-/l'. T /W =« ^ . T =« =af 

He t liS. [2] ~ [8] (^V^-rtb*^©ST-fc >9 . 

Het2;iS. f y C^yW. \i ^) ^ 'J =■ . If 7 v* ^ /V > ey^>^-/i-X 

3. Kfl^f^JJ^, (1) ~ (4 0) (Z>-fk'g-i^;0*b'&SS¥*^%>jS 

(1) 3-:/a^-4 - ( 4 - ^ ^^/Vf^^ 1 ''^^^ '^^^) - 

N_ {4-p<^/V'-3 - [4 - (3-ifyi^^v) ey5e^v-2--r/i' 

(2) 3-3 — K - 4- (4-^9^>'Hf^7':^>'-l--f/V^^>'^) - 
N- { 4 - ^ ^^V- 3 - [4 - (3-ty ^i^^'-2-'</W 

(3) 3-^ao-4 - ( 4 - ^ ^^l'tr'< 7 i^i^- 1 ^^^) " 
N- i4-;j»^^-3 - [4 - (3-lfys?/l') try5-:^i^-2--</W 

(4) 3-7/U;i-l3-4 - ( 4 - P« ^/V tT'^^ i^i^- 1 ^''^) 

-N- {4-p«^/v-3 - [4 - (3-ify-i?>«') try5':?>-2--f 

7- ? ./ ] :7 3: = /V } --^ X X T 5 K 

(5) 4- ( 4 - ^ ^7 v?^^- 1 --r /VP* ^/^) - 3 - h ]) y ^ 

^ ^/u-N- { 4 - pt ^/v - 3 - C4 - ( 3 - y i^/v) y 5 
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(6) 4- (4 ^/Hf^7 1 --^/^^ -3-hVZ7/U 

{4_^^,v,_3- [4- (5-tf y tT U 

(7) 3-ya^-4 - ( 4 - / ^/H^'^^ v?V- 1 ^l'^ ^^^) " 
N- {4-^^/«--3 - [4 - (2 - Kf 7 i^-zW) try 5>^>-2-'Y 

(8) 3-:^a^-4- (4 -7« 1 --f zl'^ ^^^) " 
N_ {3 - [4 - (e-^'DDt^U'^^i^-S-^/V) tfy5S^^^-2- 
>f zvr 5 / ] - 4 - ^ * =^ZW} '<^'XT 5 K 

(9) 3-ya^-4- ( 4 - ^ ^>'l'ti'-<9 1 ^^1^) - 
N_ {3 - [4 - (5-^n*l^y':^:^-3-'</»') l^y? 2^:^-2- 

(10) 4 - ( 4 - ^ 5^/^ t^i^- 1 --r /i^;^ ^/i^) - 3 - h y 7 

^ ^.^v- N- {3- [4- ( 5 - ^ y 3 --l-zv) 

(11) 3-:/D^-4 - (4 f^/n^-^^i^^-- 1 --f/i'^ ^^^) 
-N- {3 - [4 - (1, 2-5^tKcibryy':^:^-4-'i'/v) i^y^ 

(12) 3 -Zfu^- 4 - ( 4 ^/Vlf-^^ i^^'- 1 ^''^) 

-N- i4-^^/v-3.- C4- (3- If y = tfy$i^V-2 

(13) 3->^a^-4 - (4 ->« ^/Hf'^^i^i'- 1 ^^l') 

-N- {4-p'5^;w-3 - [4 - (5-ify5i^=^/^) i^y 5-^^-2 

(14) 3-:/a*-4 - ( 4 - p< ^zwtf^9 1 --r /w^ ^yv) 
_N- { 4 - /^/u- 3 - [4 - ( 3 - If y i^/-') tr y i^^- - 2 - ^zi- 

(15) Z-:fu^-.4- (4-^^>'Vtf-<7i?>'- 1 -'f-'i'^^^^) 

_N_ {4 - ^^yw- 3 - [4 - (5-bry5 try i?:^ - 2 - 
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(16) 3-:?'a^-4 - ( 4 - ^/V f --^9 1 ^''»') 

-N- {4-;^^/V'-3 - [2 - o-fyi^vw) fyi^v-e-'f/i' 

(17) 3-:/d^-4 - ( 4 - p< i^V- 1 ^l'^ ^^l') 
-N- {4-^^/1'- 3- [3 - (3-tfy^^/^) lfyi^>'-5-^/v 

(18) 3->^o^-4 - ( 4 -P« 1 -W'/V'P' ^^'V) 
-N- {4-^5^/^-3- [3- (3-fyi^>'V) 73i=yur^y] y 

(19) 3 -Zfu^- 4 - (4-P«^/H:^^7i>V-l-'</Vp«^>'l') 
_N_ {4_;^^yu-3- [2- (3-t'y^^/V') tf 7 i^l^- 6 --f /V 

(20) 3-:/a^-4 - ( 4 - P< V - 1 - /V^ 5^/^) 
-N- { 4-^5^/^-3- [5- (3-tfyv?/l') -1, 2, 4-hy 
T > - 3 - ^ yl^T i y 2 731— /w} ^i^Xr^ K 

(2 1) 3 9^/1^-4- (4 t?:^- 1 -^^V^ ^/l') 

_N- { 4 - ^ ^/w- 3 - [4 - (3-ii'y i^>'W) try ^i^:^ - 2-^ 

(2 2) 4- ( 4 - '?^>'Hi''^9 i^^^- 1 ^^'l') -3-= ho 

-N- {4-^^>^-3- [4- (3-trys^/u) ify5':^:^-2--< 

(23) 3-p{h^v'-4 - (4-;< ^/U fcT-^ 7 - 1 - >'V' ^ ^vw) 
-N- {4-;'<5"yl--3 - [4 - (3-l^yi?/V) lfy5i?:^-2--f 
yVT$y] ^VXT5 K 

(2 4) 3, 5 -i^^ 0^-4 - ( 4 - > ^yVtf'^-^ 1 --^^^^^ 

^yw) -N- {4-^^/W-3- C4- (3-eyi^/W) tf y $ - 

(25) 3, 5-i?7<h=^'>'-4 - (4 1 --f /V 
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(2 6) 3- (N, N - v?p< '5^>'^*>'^^^^W /V) - 4- (4-7«^/H^ 
1 _^ ^/U) -N- {4-^^/V-3- C4- ( 3 - f 

(2 7) 3-yn*-4 - (4-3i^/Vb'--^7v?>'-l-W>'^P<^/V) 
-N- {4-P<^yW-3 - [4 - (3-^^yv^-'^) 

(28) 3-70^-4 - [4 - (n-:/Df/V) f -^7 1 ~-f 

10 /l-P* ^/V] -N- {4-^^/1' -3 - [4 - (3-lfy i^/W) 

(2 9) 3--:/a^-4 - (N, N - J?< f^/V'T 5 / P< ^/U) -N — {4 

_^^^v_3_ [4- (3-eyi^/i') f y $ i^:/- 2 --f /UT 5 y 3 

15 (30)3-:/o^-4-(N, N - i^^^/VT 5 / ^^V) -N - {4 
_^^^^_3_ [4_ ( 3 - y v?>'^) fy$i^:^-2-'<'ywT$/3 

(31) 3-::^n*-4 - ( 1 - d y = p« f^/U) -N- {4-^ 

^,^_3_ [4_ (3 - If y 5^/1/) try5 5?>'-2-'<yvT5:/] 7* 
20 =yH 5 K 

(32) 3-7'o^-4 - ( If ^ y ^/V) -N- {4-^'^/U- 

3 - [4 - (3-ifyi^/^) try$5?i^-2-w'/vr5/] 7*=./v) 

^ V X T 5 K 

(33) 3-7'n^-4 - (^/WsJ^ y y > ^/l') -N- {4-^^yV- 

25 3 - [4 - (3-fyi^/^) try5i^:^-2-^/vT$y] ^oc^/v) 

(34) 3-ya^-4-('>;^-3. 5 - ^ ^ >'Hf 7 V - 1 - 

^/w^^/v) -N- {4-p«f^^>'-3- C4- (3-ifys^/i') ify^ 
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(35) 3-Zfci^^4- (4->t^/V-'^^-^t Ko- 1 H- 1 , 4 
-i^r-^\^:^-l-^^^^^^^ -N- {4-7«f^/i'-3 - [4 - (3 

(36) 3-:/a^-4 - ( 1 - i^^/V'^ ^>'^) -N- { 4 - 

5 _ 3 _ [ 4 - ( 5 - f y 5 e^^/i') y 5 V - 2 - -f /wT ^ y ] 

(3 7) 4- [4- ( t h /I' 51^=/^) t''^^ v?V- 1 -^/W 

^^,1,] _3 - h V ^ ^^n^- N - {4-p<'?^/^-3 - [4 - (5 

-bfysv^ — /I') }^ V ^ - 2 - -< T % y 1 :73i — /vj '<vxr5 

10 K 

(3 8) 4- (1 - f'^^ ^/l') - 3 - h U .7 /V o ^ /V - 

N- { 4 - f^/l-- 3 - [4- ( 5 - f y 5 i^-^'V) tf y § 5^ V - 2 - 

(3 9) 3-p<h^e/;«7>'l"J^=^''^— 4 — (4— ;i<^/l>tf'<7i^>' — 1 — 
15 ^/WT^f^/V) -N- {4-^^/1-- 3- [4- (3-lfyi^/l') If y 5 

(4 0) 3-'>Ty-4- (4 -P< 5^/Hf-<7 i^i^- 1 ^^^) 
-N- |4-pt^>'V-3 - C4 - (3-l^yi^^V) l^y$i^:/-2-W 

20 4. 1 ~ 3 (DV>-rn*>lcSB«tOT 5 K«l^«c3lfi^OifiSr^^i« 
^ t B C R - A B L ^ a -^Ifi^Sd. 

26 t-ri&\^-wum.&^mi^^Mo 

^ i: -5 i§i -S- fH4 e iliL ^ f& «K • 
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